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INTERNATIONAL PRELIMINARY 

EXAMINATION REPORT International application No. PCT/EP 03A)8720 

I. Basis of the report 

1 . With regard to the elements of the international application (Replacement sheets which have been furnished to 
the receiving Office in response to an invitation under Article 14 are referred to in this report as "originally filed" 
and are not annexed to this report since they do not contain amendments (Rules 70. 16 and 70.17)): 

Description, Pages 

1-87 as briglnially filed ' 
Claims/ Numisers 

1 -27 received on 1 1 .08.2004 with letter of 1 0.08.2004 

2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the intemational application was filed, unless othenvise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the intemational application (under Rule 48.3(b)). 

□ the language of a translation fumished for the purposes of international preliminary examination (under 
Rule 55.2 and/br 55.3). ^ 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application the 
intemational preliminary examination was carried out on the basis of the sequence listing: ' 

□ contained in the international application in written form. 

□ filed together with the international application in computer readable form. 

□ fumished subsequently to this Authority In written fonn. 

□ fumished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure 
in the international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written seauence 
listing has been fumished. ^ 

4. The amendments have resulted in the cancellation of: 

□ the descriptidh, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

5. □ This report has been established as If (some of) the amendments had not been made, since thev have 

been considered to go beyond the disclosure as filed (Rule 70.2(c)). 

(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report.) 

6. Additional observations, if necessary: 
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III. Non-establishment of opinion with regard to novelty, Inventive step and industrial applicability 

1. The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non- 
obvious), or to be Industrially applicable have not been examined In respect of: 

□ the entire International application. 

claims Nos. 12-18 . 
because: 

S the said international application, or the said claims Nos. 12-1 8 relate to the following subject matter which 
does not require an international preliminary examination (specify): 

see separate sheet 

□ the description, claims or drawings (indicate particular elements below) or said claims Nos. are so unclear 
that no meaningful opinion could be formed (specify)'. 

□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

□ no international search report has been established for the said claims Nos. 

2 A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide and/ 
or amino acid sequence listing to comply with the standard providied for in Annex C of the Administrative 
Instructions: 

□ the written fomi has not been furnished or does not comply with the Standard. 

□ the computer readable form has not been f umlshed or does not comply with the Standard. , 

V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. Statement 

Novelty (N) Yes: Claims 1-27 

No: Claims 

Inventive step (IS) Yes: Claims 1-27 

No: Claims 

Industrial applicability (lA) Yes: Claims 1-11.1 9-27 

No: Claims 12-18 

2. Citations and explanations 
see separate sheet 
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Re item III 

Non-establishment of opinion with regard to novelty, inventhfe step and industrial 
applicability 

Claims 12 to 18 relate to subject-matter considered by tlnis Authority to be covered by 
tlie provisions of Rule 67.1 (iv) PCT. Consequently, no opinion will be formulated with 
respect to the industrial applicability of the subject-matter of these claims (Article 
34(4)(a)(i) PCT). 

R^ltgm V 

Reasoned statement under Rule 66.2(a)(ii) with regard to novelty, inventive step 
or industrial applicability; citations and explanations supporting such statement 

Novelty 

The subject-matter claimed refers to bicyclic imidazole and triazole derivatives of 
formula I, pharmaceutical composition containing them, methods for preparing said 
compounds. 

Claim 1 according to the set of claims as filed on 10.08.2004, includes disclaimers 
which indeed exclude all the compounds disclosed in D1 to D4 which are considered 
accidental disclosures. The present wording of independent claims 1,19 (and 
dependent claim 20) as well as 26 is acceptable. 
Novelty can be recognized. 

Inventive step 

The problem underlying the present application appears to reside in the provision of 
compounds which are inhibitors of the 450 enzyme, aldosterone synthase and thus 
may be useful in the treatment of aldosterone mediated pathological conditions. 
The solution to the stated problem resides in the provision of compounds of general 
fomnula 1 being bicyclic imidazole and triazole derivatives characterized by the 
presence of a substituent (Rg) at position 7 or 8. 

Data are given on pages 29 to 32 in terms of in vitro aldosterone synthase and 
aromatase Inhibitory activity as well as In vivo activity for reduction of cardiac damage. 

The only prior art describing compounds useful in the treatment and prevention of i.a. 
prostatic cancer, prostatic hypertrophy or mammary cancer Is represented by D4. No 
data are given with respect to the specific pharmacological profile of the compounds as 
presently claimed. From the prior art the skilled person would have not taken the 
Incentive to provide the present compounds expecting them to act In this specific 
technical field. 
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In the absence of any relevant prior art, the significant difference Illustrates the non 
obviousness of the claimed compounds, and can thus , Indeed fonn an argument In 
support of the presence of an Inventive step. Although the examiner is now prepared, 
in principle, to recognize an inventive step mainly in view of the fact that the core novel 
structure (only slightly differently substituted) has been clearly demonstrated to be 
Indeed active (see tested compounds 1 ,3 and 32), the applicant is reminded that 

a) in order to dernonstrate an inventive step the patent applicatipn has to solve a 
technical problem and thereby make a technical contribution to the art. The problem to 
be solved should be solved by the whole scope of the claimed subject-mattfer and not 
just by individual compounds tested. If this were not the case an invention could 
arbitrarily be broadened to any limit without consideration whether the compounds are 
actually solving the problem underiying the invention. 

An Inventive step could be in principle recognized (the aspect of the breadth will be 
eventually considered in the next phase). 



Industrial applicability 

For the assessment of the present claims 12 to 18 the question whether they are 
industrially applicable, no unified criteria exist in the PCT Contracting States. The 
patentability can also be dependent upon the formulation of the claims. The EPO. for 
example, does not recognize as industrially applicable the subjectrmatter of claims to 
the use of a compound in medical treatment, but may allow, however, claims to a 
known compound for first use in medical treatment and the use of such a compound for 
the manufacture of a medicament for a new medical treatment. 

Further points 

The expression "lower" used in the claim,s (namely for alkyi in claims 4 to 7.) is 
considered to be unclear in scope, since It does not precisely define the matter for 
which protection is sought, especially the upper limit . Therefore the terms including the 
prefix "lower" should be specified according to the disclosure in the description. 
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What is claimed is: 
1 . A compound of formula I 




wherein 

X is oxygen or Hs; 

Y Is -CRR'- In which 

R and R* are independently hydrogen, optionally substituted alkyi, aralkyi or 
heteroaralkyl; 

Ria is hydrogen, optionally substituted alkyi, cycloalkyi, alkenyl, alkynyl. aryl. aralkyi, 
heterocyciyi or iieteroaralkyi provided that Ria is not 9H-carba2ol-2-yl when Rg is 
methyl, m is zero or an integer of 1 /n is zero, X is Ha, and Rib. R3, R4 and Rg are 
hydrogen; 

R,b is hydrogen, optionally substft^ed alkyi, aralkyi, heteroaralkyl, aryl or heteroaryl; 
R2 is Re-(CHR7)p- In which 

Re is optionally substltut^ alkyi, cycloalkyi, aryl or heterocyciyi; 

R7 is hydrogen, optionally substituted alkyi, aryl, heteroaryl or araikyi; 

p is zero or an integer from 1 to 4; 

R3 and R4 are independently j^ydrogen, halogen, optionally substituted alkyi, aryl or 
heteroaryl; or 

R4-C may be replaced by nitrogen; 

Rs is hydrogen, optionally substituted alkyi, aryl, heteroaryl, aralkyi or heteroaralkyl; 

m and n are independently ^ero or an Integer of 1 provided that the sum of m and n is 
not 2; 
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or a pharmaceutlcally acceptable salt thereof; or a dlastereomer thereof; or a mixture of 
cliastereomers thereof; or an optical Isomer thereof; o/a mixture of optical Isomers thereof. 

2. A compound according to claim 1 wherein 

Y Is -CRR'- In which R and R' are hydrogej/ 

or a pharmaceutlcally acceptable salt thereof; or^ diastereomer thereof; or a mixture of 
diastereomers thereof; or an optical Isomer thepof ; or a mixture of optical Isomers thereof. 

3. A compound according to claim 2 wherein 
m and n are zero; / 

or a pharmaceutlcally acceptable salt thereof; or a diastereomer thereof; or a mixture of 
diastereomers thereof; or an optical isom^ thereof; or a mixture of optical isomers thereof. 

A compound according to claim ^of formula lA 

^5 



R6-(CHR7)p\/ 



(lA) 



■la 



wherein 

X Is oxygen or Ha; 

Ria Is lower alkyi, aryl or heferoaryl provided that Ria Is not 9H-carbazol-2-yl when Re 
Is methyl, p is zero, X Is HzJand Rib, Ra, FU and R& are hydrogen; 

Rib is hydrogen, lower alkyj, aralkyi or heteroaralkyi; 

Re is cycloalkyi, aryl or hetferoaryl; 

Rr is hydrogen or lower alfcyl; 

p is zero or an integer of jl or 2; 

Re, R4 and R5 are hydrogen; 
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or a pharmaceutlcally acceptable satt thereof; or a dfaslefeomer thereof; or a mixture of 
diastereomers thereof; or an optical isomer thereof; or /mbclure of optical Isomers thereof. 

5. A compound according to claim 4 wherein 

Ria Is nK>nocyclic aryl; 

Rib Is hydrogen, lower alkyi or aralkyl; 

or a pharmaceutlcally acceptable salt thereof; or I diastereomer thereof; or a mixture of 
diastereomers thereof; or an optical Isomer therdof; or a mixture of optical isomers thereof. 

6. A compound according to claim 5 of fornrji 

R6-(CHR7)p\ 



(IB) 



lula IB 




wherein 

X Is oxygen or Ha; 

Rib is hydrogen, lower all<yl or arllltyl; 
Re Is cycloallcyl, aryl or heteroaryl; 
R7 Is hydrogen or lower alkyI; / 
p Is zero or an integer of 1 or 2l[ 

Re, R9 and Rio are independeJitly hydrogen, hydroxy, halogen, cyano, nitro, 
trifluoromethyl, optionally subltituted alkyI, cycloalkyi, optionally substituted amino, 
alkoxy, alkylthio, carboxy, suffonyl, carbamoyl, aryl, aryloxy, arylthio or heterocyclyl; 
or a phannaceutlcally acceptable sdit thereof; or a diastereomer thereof; or a mixture of 
diastereomers thereof; or an opticJ Isomer thereof; or a mixture of optical isomers thereof. 



7. 



A compound according to (|aim 6 of wherein 
X is GXfQ&n or H2; 

Rib Is hydrogen, lower alkJl or aralkyl; 
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Re Is cycloalkyi, aryl or heteroaryl; 
R7 is fiydrogen or lower alkyl; 
pis an integer of 1; 
Rs Is hydrogen; 

R9 is liydrogen, halogen, cyano or trif luor^methyl; 

Rio Is halogen, cyano or trifluoromethyl; 

or a pharmaceutlcally acceptable salt thereof; or a diastereomer thereof; or a mixture of 
diastereomers thereof ; or an opticai isomer thereof; or a mixture of optical isomers thereof. 




8. A compound according to claim 7 wh^lrein 
X is oxygen; 

or a phannaceutically acceptable salt therebf ; or a diastereomer thereof; or a mixture of 
diastereomers thereof; or an optical isome/ thereof; or a mixture of opticai isomers thereof. 

9- A compound according to ciaim 7 |wherein 

Re is Ca^cycloalliyl, monocyciic a^^l or monocyclic heteroaryl; 

or a pharmaceutlcally acceptable salt thereof; or a diastereomer thereof; or a mixture of 
diastereomers thereof; or an opticai isorper thereof; or a mixture of optical isomers thereof. 

10. A compound according to claim ^ wherein 

Rio Is located at the 3-position; 

or a pharmaceutically acceptable salt tiSereof ; or a diastereomer thereof; or a mixture of 
diastereomers thereof; or an optical isc mer thereof; or a mixture of opticai Isomers thereof. 

11. A compound according to clainr 1 which is selected from: 
4-(7-Cyciopropylmethyl-6-oxo-5,6,7,8-|etrahydro-imida2o[1,5 
4-(7-MethyI-6-oxo-5,6,7,8-tetrahydro-iLdazo[1,5-a]pyrazin-5-yl)-^ 



4-(7-Benzyl-6-oxo-5,6,7,8-tetrahydro- 



■nlda2o[1,5-a]pyrazin-5-yl)-ben2onitriie; 



4-(7-Aily|.6-oxo-5,6,7,8-tetrahydro-lmi Jazo[1 ,6-a]pyrazin-5-yl)-benzonitrlle; 
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4-(6-Oxo-7-propyl-5,67,8-tetrahydro-imfdazo[1,5-a]pyr^^ 

4-(7-lsopropyl-6-oxo-5,6,7,8-tetrahydro-imida2o[1,5-a]pyrazin-5-yl)-b 

4H7-[2-(4-Fluoro-phenyl)-ethyl]-6-oxo-5,6J,8-tetrahj^ ,5-a]pyrazln-5-yl}- 
benzonitriie; 



4-[7-(3-Morpholln-4-yl-propyl)-6-oxo-5,6,7,8-i 
benzonitrile; 




lro-imidazo[1 ,5-a]pyrazln-5-yl]- 



7-(4-Methoxy-benzyl)-5-(4-thiophen-3-yI-phenyl)^73-dihyd^^^ 

4-[7-(4-Methyl-benzyl)-6-oxo-5,6,7,8-tetrahydr*m ,5-a]pyraz[n-5-yl)-benzon*rtril8; 

4-[7-(4-Chloro-benzyl)-8-oxo-5,6J,8-tetrahydffi-lmid ,5-a]pyrazin-5-yl]-benzonltrlle; 

4-[6-Oxo-7-(4-trifluoromethyl-benzyl)- 5,6,7,8|tetrahydro-lmidazo[1 ,5-a]pyrazin-5-yl)-benzo 
nftrile; 

4-[6-Oxo-7-(3-methyl-benzyl)- 5,6,7,8-tetral|ydro-imidazo[1 ,5"a]pyrazin-5-yl)-benzonitrile; 

4-[6-Oxo-7-(4-fluoro-benzyl)- 5,6,7,8-tetra»wdro-imldazo[1 ,5-a]pyrazin-5-yl)-benzonitrile; 

4-[6-Oxo-7-(3-trifluoromethyl-benzyl)- 5,6J,8-tetrahydro-fmidazo[1,5-a]pyrazin-5-yl)- 
benzonitrile; I 

4-[6-Oxo-7-(3, 4-dichloro-benzyl)- 5,6,7,8|tetrahydro-imldazo[1 ,5-a]pyrazin-5-yl)-benzonitrile; 

4-(7-Cyclopropyl-6-oxo-5,673-tetrahydrl-lmidazo[1,5-a]pyra^^ 

4-(7-Cyclohexyl-6"OXO-5,6,7,8-tetrahydr0-imldazo[1,5-a]pyrazl 



4-(7-Cyclopentyl-6-oxo-5,6,7,8-tetrahydno-lmidazo[1 ,5-a]pyrazin-5-yl)-benzonitriIe; 
4-[7-(2-Methoxyethyl)-6-oxo-5,6,7,8-tetriihydro-imidazo[1,^ 
4-[7-(3-Methoxypropyl)-6-oxo-5,6,7,8-t^trahydro-imidazo[1,5-^^ 
4-(6-Oxo-7-pyridin-4-ylrnethyl-5,6,7,8-tetrahydro-jmidazo[1 ,5-a]pyrazin-5-yl)-benzonitrile; 



7-Benzyl-5-phenyl-7,8-dihydro-iniidazo 
7-Methyl-5-phenyl-7,8-dlhydro-lmldazo 



1 ,5-a]pyrazin*6-one; 
1 ,5-a]pyrazin-6-one; 
5-(4-Bromo-phenyI)-7-methyl-7,8-dihyc|ro-imldazo[1 ,5-a]pyrazln-6-one; 
5-(4-Bromo-phenyl)-7-(4-methoxy-ben: yl)-73<lihydro-lnfiidazo[1 ,5-a]pyra^^ 
5-(4-Bromo-phenyl)-7-cyclopropylmethVl'-7,8-dihydro-imidazo[1 ,5-a]pyrazln-6-one; 



1^ 
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7-Benzyl-5-(44>rorm)-phenyl)-7,8-cfihydro-imidazo[1,5-a|py^ 
5-(4-Bromo-phenyl)-7-(4-chloro-benzyl)-7,8-dihydro-lmidazo[1,5-a]pyra2ln^ 

5- (4-Bromo-phenyl)-7-(4-trlfluoromethyl-benzyl)-7,83Hihydro-imldM^ 

6- (4-BronK)-phenyl)-7-(4-methoxy-pheriyl)-7,8-dlhy|3ro-lmldazo[1>a]py 
5-(4-BroiTK)-phenyl)-7-(4-fluoro-phenethyl)-7,8<limrdro-imidazo[1,5-a] 
5-(4-BronfK)-phenyl)-7-(4-fluoro-benzyl)-7,8-dihydro-lmldazo[1,5-a]pyrazJn-6-one; 
5-(3-BrorTK)-phenyl)-7-methyl-7,8-dihydro-imidalo[1,5-a]pyrazin-6-one; 
5-(3-Bromo-phenyl)-7-cyclohexyl-7,8-dihydro-iffjidazo[1 ,5-a]pyra2in-6-one; 
5-(3-Bromc>-phenyl)-7-(4-methoxy-phenyl)-73idihydro-imldazo[1,5-a]pyrazin-6-^^ 
5-(3-Bromo-phenyi)-7-cyciopropylmethyl-7,8ijihydro-im!dazo[1,5-a]pyrazin-6-one; 

7- Benzyl-^(34>ronio-phenyl)-7,8-dihydro-imfdazo[1,5-a]pyrazin-6-one; 
5-(3-Bromo-phenyl)-7-(4-methoxy-benzyl)-:a8-dihydro-imidazo[1,5-a]pyrazin-6-one; 
5-(3-BronK)-phenyl)-7-(4-fluoro-benzyl)-7,£Jdlhydro-imldazo[1,5-a]pyrazin-6-one; 
5-(3-Bromo-phenyl)-7-(4-chlbro-benzyl)-7,8-dlhydro-rmldazo[1^ 
5-(3-Bromo-phenyl)-7-(4-methyl-benzyl)-7|8-dihydro-imidazo[1,5-a]pyra2in-6-one; 
5-(3-Bromo-phenyl)-7-(4-trifluoromethyl-tenzyl)-7,8-dihydro-lmldazoI1,5-a]^^ 
5-(3-Bromo-phenyl)-7-(3-trifluoromethyl-Benzyl)-7,8-dihydro-imidazo 
5-(3-BronTO-phenyl)-7-(3-fluoro-benzyl)-l8-dihydro-imidazo[1,5-a]pyrazln-6-one; 
5-(3-Bromo-phenyl)-7-(3-methyl-benzyl)j7,8-dihydro-imldazo[1,5-a]pyrazfn-6-one; 
5-(3-Bromo-phenyl)-7-(phenethyl)-7,8-d hydro-lmldazo[1 .5-a]pyrazin-6-one; 
5-(3-BrorTK)-phenyl)-7-(4-methoxy-phenjthyl)-7,8sdihydro-imidazo[1,5-a]pyrazln-6-one; 
5-(3-Bromo-phenyl)-7-(4-chloro-phenetliyl)-7,8-dihydro-imldazo[1,5-a]pyrazin-6-one; 
5-(3-Bromo-phenyl)-7-(3-chloro-phenethyl)-7,8-dlhydr<)-lmidazo[1,5-a]pyrazln-6^ 
5-(3-Bromo-phenyl)-7-(4HTiethyi-phene1hyl)-7,8-dihydto-imidazo[1,5-a^ 
5-(3-Bromo-phenyl)-7-(4-fluoro-phenettyl)-7,8<lihydroHmidazo[1,5-a]pyrazin-6-one; 
5-(3-Bromo-phenyl)-7-thfophen-2-ylmet iyl-7.8-dlhydro-lmldazo[1 ,5-alpyrazln-6-one; 
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5-(3-Brom<>phenyl)-7-furan-2-ylmemyl-7,8-dIhydro-l^idazo[1,5-a]pyr^^ 
5-(3-Bromo-phenyl)-7-thfophen-3-ylme%l-7,8-dfh^ro-lmjda2o[1,5-a]pyra2ln-6^^ 
5-(3-Bromo-phenyl)-7-furan-3-ylmethyl-7.8Kilhyd^imldazo[1,5-alpyrazl 
5-(3-Bromo-pheriyl)-7-pyrldln-3-ylmethyI-7.8<llhldro-im^^ 

5- (3-Bromo-phenyl)-7-pyridln-2-ylmethyl-7,8Klllydro-imldazo[1,5-a]pyr^^ 

6- (3-Bromo-phenyl)-7-pyridin-4-ylmemyl-73-Jhydro-lmidazo[1,5^^ 
5-(3-Bromoi)henyl)-7-<qrclohexylm©lhyl-7,8-dihydro-i^ 

4- [5-(3-Bromo-phenyl)-6<>xo-5,6<llhydro-8l|-imlda20[1,5-a]pyrazin-7-ylmethyy^ 
carboxylic acid f-butyl ester; 

5- (3-Bromo-phenyl)-7-plperidin-4-ylme%lir,8-dihydro-imldazo[1,5-a3pyrazjn-6-one; 
(fl)-5-(3-Bromo-phenyl)-7-((;?)-1 -phenyl-e|hyl)-7, 8-dihydro-lmldazo[1 ,5-a]pyrazln-6-one; 
(S)-5-(3-Bromo-phenyl)-7-((fl)-1 -phenyl- |thyl).7. 8-dihydro-lmidazo[1 ,5-a]pyrazin-6-one; 
(fl)-5-(3-Bromo-phenyl)-7-((S)-1 -phenyl-4thyl)-7. 8-dihydro-imldazo[1 ,5-a]pyra2in-6-one; 
(S)-5-(3-Bromo-phenyl)-7-((S)-1 -phenyl-felhyl)-7, 8-dihydro-fmidazo[1 .5-a]pyrazin-6-one; 
(fl)-5-(4-BrorTK)-phGnyl)-7-((fl)-1-pheny!|ethyl)-7,8-dihydro-lmidazo[1,5-a]pyr^^ 
(S)-5-(4-Bromo-phenyl)-7-((fl)-1 -phenyLthyl)-7. 8-dihydro-imlda2o[1 .5-a]pyrazin-6-one; 
(fl)r5-(4-Bromo-phenyl)-7-((^-1 -pheny|-ethyl)-7, 8-dihydro-lmidazo[1 ,5-a]pyrazln-6-one; 

ethyl)-7, 8-dihydro-imldazo[1 ,5-a]pyrazln-6-one; 
7,8-tetrahydro-imidazo[1 .S-aJpyrazin-S-yl]- 



(^-5-(4-Bromo-phenyl)-7-((S)-1 -pheny 
4-[(fl)-6-Oxo-7-((S)-1-phenyl-ethyl)-5,6 



benzonitrile; 

4-[(S)-6-Oxo-7-((S)-1 -phenyl-ethyl)-5,6 7,8-tetrahydro-imidazo[1 .5-a]pyrazln-5-yl]- 
benzonitrile; 

7-Benzyl-7,8-dihydro-lmldazo[1 ,5-a]pyi azin-6-one; 
7-(4-Methyl-benzyl)-7.8-dlhydro-lmldaz 5[1 ,5-a]pyrazrn-6-one; 
7-(4-FIuoro-benzyl)-7,8-dlhydro-imidaz 5[1 ,5-a]pyrazln-6-one; 

3-(7-Benzyl-6-oxo-5,6,7,8-tetrahydro-ir iidazoI1,5-alpyrazin-5-yl)-benzonrtrile; ^ , 

3-[7-(4-l\tethyl-benzyl)-6-oxo-5,67,8-tArahydro-lm 
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3.[7.(4.nuoro-benzyl)-6-oxo-5,6J,8-tetiahydro-imidazQfl,5-a]pyraz^^^ 
3-[7-(4-Chloro-benzyl)-6-oxo-5,6,7,8-tetrahydro-imlda/o[1 ,5-a]pyrazln-5-yl]-benzonitiile; 
3-[7-(4-Methoxy-benzyl)-6-oxo-5,6J,8-tetrahydro-lmrdazo[1,5-a]pyra2ln-5-yl]-benzonto^ 
3-[7-(4-Ruoro-phenethyl)-6-oxo-5,6J,8-tetrahydrojfmldazo[1,5-a]pyrazii>5-^ 

3-(7-Phenethyl-6-oxo-5,6,7,8-t©trahydro-lmidazo[1,5-a]pyrazln-5-yl)-benzonltri^^ 

I 

3-(7-Cyclopropylmethyl-6-oxo-5,6,7,8-tetrahydrollmldazo[1 ,5-a]pyrazin-5-yl)-benzonitrile; 

5-(4'-Chloro-bfphenyl-4-yl)-7-(4-methoxy-benzyl)-7,8-dlhydro-im 

7-(4-Methoxy-benzyl)-5-(4-thlophen3-yl-phenyf-7,8-dmydro-lmldazo[1,5-a]py^ 

7-CVclopropylmethyl-5-(4-thlophen-3-yl-phen|l)-7,8-dihydro-imidazo[1,5-a]pyrazm 

I 

7-Benzyl-5-(4Mluoro-bIphenyl-3-yl)-7,8-dlhydro-lmidazo[1,5-a]pyrazin-6-(Mie; 



5-Biphenyl-4-yl-7-(4-fluoro-benzyl)-7,8-dlhydro-Imldazo[1 ,5-a]pyrazin-6-one; 
7-Benzyl-5-biphenyl-3-yl-7,8-dihydro-imidazo[1,5-a]pyrazin-6-one; 



Methyl 4-(7-benzyl-6-oxo-5,6J,8-tetrahydrb-imldazo[1,5-a]pyrazln-5-yl)-b©nzoate; 

I 

4- (7-Benzyl-5-methyl-6-oxo-5,6,7,8-tetrahydro-lmldazo[1,5-a]pyrazin-5-yO-benzoni^ 

I 

5- (4-Brorno-phenyl)-7-cyclopropylmethyl-S-methyl-7.8-dihydro-lmidazo[1,5-a]pyrazin-6-one; 

I 

5-(3-Bromo-phenyl)-7-cyclopropylmethyl|5-methyl-7,8<lihydrc)-imldazo[1.5-a]pyrazln 

i 

5-(4-Bromo-phenyl)-7-(4-fluoro-bGnzyl)-5-methyl-73<fihydro-lmldazo[1,5-a]pyrazln-6-one; 

4-[7-(4-Fluoro-benzyO-5-methyl-6-oxo-5f67,8-tetrahydro-Imidazo[1.5-alpyrazln-^^^ 
benzonitrile; | 

4-{(H)-7-[(S)-1-(4-Fluoro-p^lenyl)-ethyll-S-methyl-6-oxo-5,6,7,8-tetra^1yd^c)-imidazo[1,5- 
a]pyrazin-5-yl}-benzoniti1le; | 

4- {(S)-7-[(^-1-(4-Fluoro-phenyl)-ethyO-S-metlTyl-6-oxo-5.6J,8-tetrahydro-lmidazo[1,5- 
a]pyrazin-5-yl}-benzonitriie; | 

5- BenzyI-5-(4-bromo-phenyl)-7-(4-fluoi4-benzyl)-7,8-diliydro-lmldazo[1,5-a]pyrazln-6^^ 
4-(5,7-Dibenzyl-6-oxo-5,6,7,8-tetrahydrt)-imidazo[1,5-a]pyrazin-5-yl)-benzonitrile; 
4-(5-Benzyl-7-cyclopiopylm©tliyI-6-oxo«,6,7,8-tetrahydro-imldazo[1,5-alpyrazin-5-yl)- ^ 



benzonitrile; 
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5-(4-Bromophenyl)-7-(4-methoxy-benzyl)-5,67,8-tetral^dro-imldazo[1,5-^^ 
4-(8-Benzyl-7-oxo-e,7,8.9-tetrahydro-5H-imida20[1 ,5Ji][1 ,4]dlazepln-5-yl)-benzonjtrile; and 

4-(8-(^clopropylme%l-7-oxo-6.7,8,9-tetrahydro-5^lmldazo[1,5-a][1,4]dlazepin^ 
benzonitriie; 

or a phamnaceutlcally acceptable salt thereof; or^ln optical isomer thereof; or a mixture of 
optical Isomers thereof. 
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A method for the Inhibition of aWosterofte synthase activity in mammals which 
method comprises administering to a mammal in need thereof a ttierapeutically effective 
amount of a compound of claim 1 . 



13. A method for the prevention and/or |ipeatment of conditions associated with 
aldosterone synthase activity in mammals Milch method comprises administering to a 
mammal in need thereof a therapeuticallyfeffectlve amount of a compound of claim 1 . 

1 4. The method according to claim 1 1, which method comprises administering said 
compound In combination with a therapiitlcally effective amount of anti-obesity agent, anti- 
hypertensive agent, inotropic agent or hfpolipldemlc agent. 

1 5. A method for the treatment of h|)ol<alemia, hypertension, congestive heart failure, 
atherosclerosis, coronary heart diseasA and post myocardial infarction, which method 
comprises administering to a mammal in need thereof a therapeutically effective amount of a 
compound of dalm 1 . I 

1 6. A method for the treatment of ilstenosis, increased formation of collagen, fibrosis, 
and remodeling following hypertensior|and endothelial dysfunction, which method comprises 
administering to a mammal In need thireof a therapeutically effective amount of a compound 
of claim 1. | 

1 7. A method for the treatment of iienal failure and nephropathy, which method 
comprises administering to a mamma|in need thereof a therapeutically effective amount of a 
compound of claim 1. 
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1 8. A method for the treatment of syndrome X anti obesity, which method comprises 
administering to a mammal in need thereof a theragteutlcally effective amount of a compound 
of claim 1. 

19. A pharmaceutical composition comprising! a therapeutically effective amount of a 
compound of claim 1 In combination with one o Jnore pharmaceutically acceptable carriers. 

20. A pharmaceutical composition comprismg a therapeutically effective amount of a 
compound of claim 1 in combination with a therapeutically effective amount of anti-obesity 
agent, anti-hypertensive agent, inotropic ag^t or hypolipidemic agent. 

21 . A pharmaceutical composition according to claim 1 9 or 20 for the treatment of 
hypokalemia, hypertension, congestive he^ failure, atherosclerosis, coronary heart 
diseases, post myocardial infarction, restenosis, increased formation of collagen, fibrosis. 



remodeling following hypertension and en|lothellal dysfunction, renal failure, nephropathy, 
syndrome X and obesity. 

22. A compound of formula 1 according to claim 1 , for use as a medicament. 

23. Use of a compound of formula 1 jacccrding to claim 1 , for the preparation of a 
pharmaceutical composition for the treatment of conditions associated with aldosterone 
synthase activity. 

24. A phamiaceutical composition according to claim 1 9 or 20, for use as medicament. 

25. Use of a pharmaceutical compo|ition according to claim 1 9 or 20, for the preparation 
of a medicament for the treatment of conditions associated with aldosterone syntiiase 

i 

activity. | 

26. Use according to any one of claims 23 or 25 wherein tiie conditions associated with 
aldosterone synthase acti\4ty is selected from hypol^alemla, hypertension, congestive heart 
failure, atherosclerosis, coronary heart diseases, post myocardial Infarction, restenosis. 
Increased fonnation of collagen, fibrosis, remodeling following hypertension and endothelial 



dysfunction, renal failure, nephropathy. 



syndrome X and obesity. 
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